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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1 . (Currently amended) A compound for modulating kinase activity of Formula I, 




I 

or a pharmaceutically acceptable salt , hydrate, or prodrug thereof, wherein, 
Ar is selected from the following formulae 




( r1 )o-3 ( r1 )o-3 

a five - to six - mcmborod aromatic ring system containing botwoon ono and throo hotoroatoms, 
said five to six momborod aromatic ring system substituted with X 

and -Y-L-Z, in an ortho relationship to each other, and said five- to six-membered aromatic ring 
system optionally substituted with up to four R 1 ; 

each R 1 is independently selected from -H, halogen, -CN, -N0 2 , -OR 3 , -N(R 3 )R 3 , -S(O) 0 . 2 R 3 , 
-S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , -N(R 3 )C0 2 R 3 , -C(0)R 3 , 
-OC(0)R 3 , optionally substituted lower alkyl, optionally substituted aryl, optionally substituted 
lower arylalkyl, optionally substituted heterocyclyl, and optionally substituted lower 
heterocyclylalkyl; 

optionally two of R 4 , together with the atoms to which they are attached, form a first ring system 
fused with Ar, said first ring system substituted with zero to three additional of R^ 

X is selected from the following six formulae: 
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R 4 (R 3 )N 






(R 2 ) 



'p 



R 4 (R 3 )r 





wherein, 

W is selected from -C(R 2 )(R 2 )-, -N(R 4 )-, -S(O) 0 . 2 -, and -0-; 
n = 1 or 2; 
p = 0or 1; 
q is 1 to 3; 

M is -OR 3 or -N(R 3 )R 4 ; 

each R 2 is independently selected from -H, halogen, oxo, -CN, -NH 2 , -N0 2 , -OR 3 , -N(R 3 )R 3 , 
-N(R 3 )R 5 , -S(O) 0 - 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , 
-N(R 3 )C0 2 R 3 , -N(R 3 )C(0)N(R 3 )R 3 , -C(0)R 3 , -OC(0)R 3 , optionally substituted lower alkyl, 
optionally substituted aryl, optionally substituted lower arylalkyl, optionally substituted 
heterocyclyl, and optionally substituted lower heterocyclylalkyl; 

two of R 2 , together with the atoms to which they are attached, can form an optionally substituted 
three- to seven-membered ring system; 

each R 3 is independently selected from -H, optionally substituted lower alkyl, optionally 
substituted aryl, optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and 
optionally substituted lower heterocyclylalkyl; or 

two of R , when taken together with a common nitrogen to which they are attached, form an 
optionally substituted five- to seven-membered heterocyclyl ring, said optionally substituted 
five- to seven-membered heterocyclyl ring optionally containing at least one additional 
heteroatom selected from N, O, S, and P; 
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each R 4 is independently selected from R 3 , -S0 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , and 
-C(0)R 3 ; 

-Y-L-Z is selected from the following formulae, 

_jr-D _N^N Jjf^N 

^ 9 (R 5 ) 0 -4 -/ 9 < R )0-3 ^ 9 (R 5 )0^ 



wherein g is zero to two; D is selected from -CiR 5 )(R 5 )-. -Q-. -S(0) M -. and -N(R 4 V; 0 is =N- or 
-C(R 5 )-, T is selected from absent, -N(R J )-, -S- and -Q-; and each methylene between Y and T is 
optionally substituted; provided that when both Y and T are heteroatoms then g must be two; 

Y is selected from -CH 2 -, -0-, -S(©)^- -N(R 3 )-, and absent; 

L is selected from (CH^ , (CH^ N ^) , (CH^O , (Gtt&MGfa and absent; each of 
th e afor e m e ntion e d m e thyl e n e s optionally substituted; and 

Z is a five - to sovon - mombcrod ring system or - R^, said five- to soven - momborod ring 
system optionally substituted with zero to four of R # t 

R 5 is selected from -H, halogen, -CN, exe^ -N0 2 , -OR 3 , -N(R 3 )R 4 , -S(O) 0 - 2 R 3 , -S0 2 N(R 3 )R 3 , 
-C0 2 R 3 , -C(0)N(R 3 )R, -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , -N(R 3 )C0 2 R 3 , -C(0)R 3 , optionally 
substituted lower alkyl, optionally substituted aryl, optionally substituted lower arylalkyl, 
optionally substituted heterocyclyl, and optionally substituted lower heterocyclylalkyl; and 

optionally two of R 5 , together with the atoms to which they are attached, form a second ring 
system fused with said five- to seven-membered ring system, said second ring system substituted 
with zero to four of R 5 . 

2. (cancelled) 

3. (cancelled) 

4. (cancelled) 
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5. (original) The compound according to claim 4, wherein Y is -O- or optionally substituted 



6. (original) The compound according to claim 5, wherein X is selected from the following 



7. (original) The compound according to claim 6, wherein R 4a is selected from -S0 2 R 3 , 
-S0 2 N(R 3 )R 4 , -C0 2 R 3 , -C(0)N(R 3 )R 4 , and -C(0)R 3 . 

8. (original) The compound according to claim 7, wherein each R 2 is independently selected 
from -H or optionally substituted lower alkyl. 

9. (original) The compound according to claim 8, wherein each R 2 is independently selected 
from -H, haloalkyl, -Ci. 6 alkyl-N(R 3 )R 3 , -Ci. 6 alkyl-OR 3 , -Ci. 6 alkyl-C0 2 R 3 , and 
-Ci. 6 alkyl-C(0)N(R 3 )R 3 . 

10. (original) The compound according to claim 9, wherein R 4a is -C(0)N(R 3 )R 3 or -C(0)R 3 . 

11. (original) The compound according to claim 10, wherein -Y-L-Z is selected from the 
following formulae, 



wherein Y, T, and g are as described above. 

12. (original) The compound according to claim 11, wherein g is one or two. 

13. (original) The compound according to claim 12, wherein each R 5 is independently 
selected from -H, halogen, -CN, -NH 2 , -N0 2 , -OR 3 , -N(R 3 )R 4 , -S(O) 0 - 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , 
-C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , -N(R 3 )C0 2 R 3 , -C(0)R 3 , and optionally substituted 



-CH 2 -. 



formulae. 





(R 5 )o-4 



lower alkyl. 



Attorney Docket No.: EX04-018C-US 



USSN: 10/549,300 



Page 6 of 67 

14. (original) The compound according to claim 13, wherein -Y-L-Z is selected from the 
following formulae. 



wherein J is N or CH, and B is =N- or =C(R 5 )-. 

16. (original) The compound according to claim 15, wherein R 3a is selected from optionally 
substituted aryl, optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and 
optionally substituted lower heterocyclylalkyl. 

17. (original) The compound according to claim 16, wherein R 3a is selected from optionally 
substituted aryl and optionally substituted heteroaryl. 

18. (original) The compound according to claim 17, wherein R 3a is optionally substituted 
phenyl. 

19. (original) The compound according to claim 18, wherein said optionally substituted 
phenyl is substituted with at least one of halogen, -CN, -CF 3 , -NH 2 , -N0 2 , -OR 3 , -N(R 3 )R 3 , 
-S(O) 0 - 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , -N(R 3 )C0 2 R 3 , 
-C(0)R 3 , optionally substituted lower alkyl, and optionally substituted aryl. 

20. (original) The compound according to claim 19, wherein said optionally substituted 
phenyl group is substituted with at least one trifluoromethyl group. 




15. (original) The compound according to claim 14, having formula III, 




III 
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21. (original) The compound according to claim 20, wherein said optionally substituted 
phenyl group is substituted with at least two trifluoromethyl groups 

22. (original) The compound according to claim 19, wherein said optionally substituted 
phenyl group is substituted with at least one lower alkyl group. 

23. (original) The compound according to claim 19, wherein R 3b is -H. 

24. (original) The compound according to claim 23, wherein R 4b is selected from R 3 , -H, 
-C0 2 R 3 , -C(0)N(R 3 )R 4 , and -C(0)R 3 . 

25. (withdrawn, currently amended) The compound according to claim 24, wherein Ar is 
according to the formula below[[.]] 



26. (withdrawn, currently amended) The compound according to claim 24, wherein Ar is 
according to the formula below[[.]] 



27. (Currently amended) The compound according to claim 24, wherein Ar is according to 
the formula below[[.]] 



28. (Currently amended) The compound according to claim 24, wherein Ar is according to 
the formula below[[.]] 







29. (withdrawn, currently amended) The compound according to claim 24, wherein Ar is 
according to the formula below[[.]] 
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30. (Currently amended) A compound for modulating kinase activity of Formula IV, 
p (R 5 )o-3 

hn— ( h 

\±J \ — n y— \L 

(R 6 )o-5 ) ( 

IV 

or a pharmaceutically acceptable salt , hydrate, or prodrug thereof, wherein, 
Ar is selected from the following formulae: 





(R 1 )0-3 (R 1 ) 0 -3 



each R 1 is independently selected from -H, halogen, -CN, -N0 2 , -OR 3 , -N(R 3 )R 3 , -S(O) 0 - 2 R 3 , 
-S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , -N(R 3 )C0 2 R 3 , -C(0)R 3 , 
optionally substituted lower alkyl, optionally substituted aryl, optionally substituted lower 
arylalkyl, optionally substituted heterocyclyl, and optionally substituted lower heterocyclylalkyl; 

optionally two of R 3 ", together with the atoms to which they arc attached, form a first ring system 
fused with Ar, said first ring system substituted with zero to throe additional of R^ 
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each R 2 is independently selected from -H, halogen, oxo, -CN, -NH 2 , -N0 2 , -OR 3 , -N(R 3 )R 3 , 
-N(R 3 )R 5 , -S(0)o. 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , 
-N(R 3 )C0 2 R 3 , -N(R 3 )C(0)N(R 3 )R 3 , -C(0)R 3 , optionally substituted lower alkyl, optionally 
substituted aryl, optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and 
optionally substituted lower heterocyclylalkyl; 

two of R 2 , together with the atoms to which they are attached, can form an optionally substituted 
three- to seven-membered ring system; 

each R 3 is independently selected from -H, optionally substituted lower alkyl, optionally 
substituted aryl, optionally substituted lower arylalkyl, optionally substituted heterocyclyl, and 
optionally substituted lower heterocyclylalkyl; or 

two of R\ when taken together with a common nitrogen to which they are attached, form an 
optionally substituted five- to seven-membered heterocyclyl ring, said optionally substituted 
five- to seven-membered heterocyclyl ring optionally containing at least one additional 
heteroatom selected from N, O, S, and P; 

each R 4 is independently selected from R 3 , -S0 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R 3 , and 
-C(0)R 3 ; 

Y is selected from optionally substituted -CH 2 -, -0-, -S-? and -N(R 3 )-; 
L is selected from optionally substituted -CH 2 -, -0-, -S-, -N(R 3 )- and absent; 
provided that Y and L are not both heteroatoms; 
B is =N- or =C(H>; 

at each instance, R 5 and R 6 are independently selected from -H, halogen, -CN, -N0 2 , -OR 3 , 
-N(R 3 )R 4 , -S(O) 0 - 2 R 3 , -S0 2 N(R 3 )R 3 , -C0 2 R 3 , -C(0)N(R 3 )R, -N(R 3 )S0 2 R 3 , -N(R 3 )C(0)R 3 , 
-N(R 3 )C0 2 R 3 , -C(0)R 3 , optionally substituted lower alkyl, optionally substituted aryl, optionally 
substituted lower arylalkyl, optionally substituted heterocyclyl, and optionally substituted lower 
heterocyclylalkyl; and 

optionally two of R 5 , together with the atoms to which they are attached, form a ring system 
fused with the ring containing B according to formula IV, said ring system substituted with zero 
to two additional of R 5 . 
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31. (original) The compound according to claim 30, wherein Y is -O- and L is optionally- 
substituted -CH 2 -. 

32. (original) The compound according to claim 31, wherein at least one of R 6 is optionally 
substituted lower alkyl. 

33. (original) The compound according to claim 32, wherein said at least one optionally 
substituted lower alkyl is meta- to the piperazine urea function as depicted in formula IV. 

34. (original) The compound according to claim 33, wherein R 4a is selected from R 3 , -H, 
-C0 2 R 3 , -C(0)N(R 3 )R 4 , and -C(0)R 3 . 

35. (original) The compound according to claim 34, wherein R 4a is selected from -H, -C0 2 R 3 , 
-C(0)N(R 3 )R 4 , and -C(0)R 3 . 

36. (original) The compound according to claim 35, wherein -Y-L- is -OCH 2 -. 

37. (withdrawn, currently amended) The compound according to claim 36, wherein Ar is 
according to the formula below[[.]] 



38. (withdrawn, currently amended) The compound according to claim 36, wherein Ar is 
according to the formula below[[.]] 



39. (Currently amended) The compound according to claim 36, wherein Ar is according to 
the formula below[[.]] 





V7, 




40. (Currently amended) The compound according to claim 36, wherein Ar is according to 
the formula below[[.]] 
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41. (withdrawn, currently amended) The compound according to claim 36, wherein Ar is 
according to the formula below[[.]] 




42. (currently amended) The compound according to claim 1 , selected from Table 4. 



Table 4 



4 




Q ^ 

— =W R 

>-NH ^ k N 

0 N f N' S 


N [(1R,2S) 2 phcnylcyclopropyl] 1 {4 
[(pyridin 4 ylmethyl)oxy] 1,2,5 
thiadiazol-3-yl} pipcrazine- 1 - 
carboxamide 


2 






N [3,5 bio(trifluoromothyl)phonyl] 1 
{A [(pyridin A ylmethyl)oxy] 1,2,5 


thiadiazol 3 yl) pipcrazine 1 
carboxamide 


A 


3- 




0 


N [A chloro 3 (trifluoromethyl)phenyl] 
4- (4-[(pyridin-4-ylmcthyl)oxy]- 1 ,2,5- 


thiadiazol 3 yljpiperazine 1 
carboxamide 


CI 


4 


N [A (1 mcthylcthyOphcnyl] A {A 
[(pyridin-4 -y lmcthy l)oxy] -1,2,5- 
thiadiazol 3 yljpiperazine 1 
carboxamide 


0 

^ N- S ' 
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N - (3 - bromophonyl) -4- ( 4- [(pyridin -4- 

ylmethyl)oxy] 1,2,5 thiadiazol 3 
yl) pipcrazino - 1 - carboxamido 



O 

, r /^ N ~s 



N [3 (mcthylthio)phcnyl] A {A 
[(pyridin A ylmcthyl)oxy] 1,2,5 
thiadiazol 3 yl)piperazine 1 
carboxamidc 




N (3 cthylphcnyl) A [A [(pyridin A 
ylmothyl)oxy] - 1 ,2,5 - thiadiazol - 3 - 
yljpiperazine 1 carboxamide 




N (3,5 dimcthylphcnyl) A {A [(pyridir 
A ylmothyl)oxy] 1,2,5 thiadiazol 3 
yl)pip e razin e 1 carboxamid e 




N [3 trifluoromethylphenyl] A {A 
[(pyridin A ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl)piperazine 1 
carboxamido 




N [3,5 bis(trifluoromcthyl)phcnyl] A (A 
{[(2 mothylquinolin A yl)mothyl]oxy) 
1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamido 



O 



V2) 



F 3 C XF : 



N [3,5 bis(trifluoromothyl)phonyl] A [A 

m- 

(dimothylamino)phonyl]mothyl)oxy) 
1,2,5 thiadiazol 3 yljpiperazine 1 
carboxamido 



O 



7X. 



F 3 C'^"CF 3 S ^ K 
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N [3,5 bis(trifluoromcthyl)phcnyl] 4 [4 
(1H indol 5 yloxy) 1,2,5 thiadiazol 3 
yljpiperazine 1 carboxamide 



F 3 C" ^ XF 3 



N [3,5 bio(trifluoromothyl)phonyl] 1 
[4 [(3 thicnylmcthyl)oxy] 1,2,5 
thiadiazol 3 yljpiperazine 1 
carboxamide 




F 3 C ^ CF 3 



N - [3,5 - bis(trifluoromcthyl)phcnyl] -4- 
[4 [(2 morpholin 4 ylcthyl)oxy] 1,2,5 
thiadiazol - 3 - yl} pipcrazino - 1 - 
carboxamide 



O 

.X, 



i "P.. o 



N [3,5 bis(triflu. 



icthyl)phcnyl] 1 (4 



[[2 (1H imidazol 1 yl)othyl]oxy) 1,2,5 



thiadiazol 3 yl)pip e ro 
carboxamide 



O 



F 3 CT ^ CF 3 



N [3,5 bis(trifluoromcthyl)phcnyl] 4 
(1 [(1 mothylpiporidin 1 yl)oxy] 1,2,5 
thiadiazol 3 yljpiperazine 1 
carboxamide 



O 

..A., 



HN^N^| 0-\^l 

' ! t s^ 

T N 



F 3 C" ^ XF 3 



N [3,5 bio(trifluoromothyl)phonyl] 1 [1 
( [[4 (methyloxy)phenyl]methyl)oxy) 
1,2,5 thiadiazol 3 yljpiperazine 1 
carboxamide 



O 

..A 



Q- 



Tl N 

, N~q' 

F 3 C' ^ CF 3 b b- 



4 [4 (([3/1 
bis(mcthyloxy)phcnyl]mcthyl)oxy) - 
1,2,5 thiadiazol 3 yl] N [3,5 
bis(trifluoromcthyl)phcnyl]pipcrazinc - 1 - 
carboxamide 
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4- ( 4- [(l ,3 - benzodioxol - 5 - 
ylmcthyl)oxy] 1,2,5 thiadiazol 3 yl) N 

bis(trifluoromethyl)phenyl]piperazine 1 
carboxamido 



N [3,5 bis(trifluoromethyl)phenyl] A 
{4 [(furan 3 ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl)piperazine 1 
carboxamido 




N [3,5 bis(trifluoromcthyl)phcnyl] 1 
{A [(totrahydro furan 3 ylmothyl)oxy] 
1,2,5 thiadiazol 3 yljpipcrazinc 1 
carboxamido 



O 



A ^ 



N [3,5 bis(trifluoromcthyl)phonyl] 2 
mothyl -4- ( 4- [(pyridin -4- ylmothyl)oxy] - 
1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamido 




A^V 



F 3 CT ^ XF 3 



N [3,5 bio(triflu 



othyl)phonyl] A 



[A [(pyridin 1 ylmcthyl)oxy] 1,2,5 
thiadiazol 3 yl] 1,1 diazopano 1 
carboxamide 




1 U[(1S,2R,5S) 5 mothyl 2 (1 
methylethyl)cyclohexyl]oxy) acetyl) A 
[A [(pyridin 1 ylmothyl)oxy] 1,2,5 
thiadiazol 3 yljpiperazine 




5 phenyl N (1 {A [(pyridin 4 
y lmcthy l)oxy ] - 1,2,5 - thiadiazo 1 - 3 - 
yl] pyrrolidin 3 yl) 1,3 oxazole A 
carboxamido 



« N ' s - N V/ 
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Table 4 



1 {A [(pyridin 1 ylmothyl)oxy] 1,2,5 

thiadiazol 3 yl) \ [[3 
(trifluoromothyl)phonyl]acctyl)piporazi 
m 



N - [3 ,5 - bis(trifluoromcthy l)phony l] -4- 
{A [(piperidin A ylmethyl)oxy] 1,2,5 
thiadiazol - 3 - yl) pipcrazinc - 1 - 
carboxamide 



N [3,5 bia(trifluoromcthyl)phcnyl] N' 
[(4 M [(pyridin 1 ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl) piperidin 4 
yl)mothyl]uroa 



N [3,5 bis(trifluoromcthyl)phcnyI] 1 
H [(3 pyridin 3 ylpropyl)oxy] 1,2,5 
thiadiazol - 3 - yl) pipcrazinc - 1 - 
carboxamid e 



N [3,5 bis(trifluoromcthyl)phcnyl] A 
{1,1 - dioxido -4- [(pyridin -4- 
ylmethyl)oxy] 1,2,5 thiadiazol 3 
yl) pipcrazinc - 1 - carboxamide 



1 [4 (1 azabicyclo[2.2.2]oct 3 yloxy) 
1,2,5 thiadiazol 3 yl] N [3,5 
bis(trifluoromethyl)phenyl]piperazine 1 
carboxamide 




1 [(M [1 (([3,5 
bis(trifluoromethyl)phenyl]amino)carbo 
nyl)piporazin 1 yl] 1,2,5 thiadiazol 3 
yl) oxy)methyl]benzoic acid 
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N [3,5 bio(trifluoromothyl)phonyl] 1 
M [(piperidin 3 ylmethyl)oxy] 1,2,5 
thiadiazol 3 yl) piporazino 1 
carboxamide 




N - [3 ,5 - bis(trifluoromcthy l)phonyl] -4- 
[4 [(2 pyrrolidin 1 ylcthyl)oxy] 1,2,5 
thiadiazol - 3 - yl) piporazino - 1 - 
carboxamide 



O 

..A 



F 3 C CF : 



4-{4-f(2- 



) 2 methylpropyl)oxy] 



1,2,5 thiadiazol 3 yl) N [3,5 
bis(trifluoromethyl)phenyl]piperazine 1 
carboxamido 



O 

HN^N^ 



F 3 C ^ "CF 3 



N [3,5 bio(trifluoromothyl)phcnyl] 1 
{4 [(pyridin \ ylm e thyl)oxy] 1,2,5 
thiadiazol 3 ylj piporidinc A 
carboxamid e 



F 3 CT ^ ^CF 3 



1 (1 [(pyridin 1 ylmothyl)oxy] 1,2,5 

thiadiazol 3 ylj N [3 
(trifluoromothyl)phonyl]piporidino -4- 
carboxamide 




N [3,5 bis(trifluoromothyl)phonyl] A 
(3 [(pyridin A ylmethyl)oxy]pyrazin 2 
yl) piporazino 1 carboxamido 



O 

HN^N^ 



HN' ^ > O^v 



A [3 [(pyridin 1 ylmothyl)oxy]pyrazin 

2 yl) N [3 
(trifluoromothyl)phonyl]piporazino 1 
carboxamide 
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N [3,5 bis(trifluoromcthyi)phcnyl] 4 
[1 [(2 piporidin 4 ylcthyl)oxy] 1,2,5 
thiadiazol 3 yljpiperazine 1 
carboxamido 



O 



I methyl 4 (4 [(pyridin 4 



ylmothyl)oxy] - 1 ,2,5 - thiadiazol - 3 - yl) - N - 
[3 (trifluoromethyl)phenyl]piperazine 1 
carboxamido 



O 

x 

HN N' ^ O' 



^CF 3 



1 phenyl 4 (4 [(pyridin 4 
ylmcthyl)oxy] - 1 ,2,5 - thiadiazol - 3 - 
yl)piperazine 




N^s 



1 [(4 mothylphonyl)mothyl] 4 (4 
[(pyridin 1 ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl)piperazin e 



w 



N [3,5 bis(trifluoromethyl)phenyl] 4 
(4 [(pyridin 4 ylmothyl)amino] 1,2,5 
thiadiazol 3 yljpiperazine 1 
carboxamido 




F 3 CT ^*^CF 3 



4 [4 [(pyridin 4 ylmothyl)oxy] 1,2,5 
thiadiazol 3 ylj N [3 
(trifluoromothyl)phonyl] 1,4 diazopano 
1 carboxamide 




2 methyl 1 [[2 
(mcthyloxy)phcnyl]carbonyl) -4- [ 4- 
[(pyridin 4 ylmethyl)oxy] 1,2,5 
thiadiazol - 3 - yl) piporazino 
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N [5 chloro 2 (mcthyloxy)phcnyl] N' 
(1 M [(pyridin A ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl) pyrrolidin 3 yl)urea 



<TYr) 



N [5 methyl 2 (mcthyloxy)phcnyl] N' 
(1 [A [(pyridin 1 ylmothyl)oxy] 1,2,5 
tfeiadk 



[ 3 yl) pyrrolidin 3 yl)ui 



N (1 [A [(pyridin 1 ylmothyl)oxy] 



1,2,5 thiadiazol 3 yl) pyrrolidin 3 yl) 
N' [3 (trifluoromothyl)phonyl]uroa 




2 mothyl N [1 (1 mothylothyl)phonyl] 
A [A [(pyridin A ylmothyl)oxy] 1,2,5 
thiadiazol 3 yljpiporazino 1 
carboxamide 




2 methyl N [3 (mcthylthio)phcnyl] A 
{A [(pyridin A ylmothyl)oxy] 1,2,5 
thiadiazol 3 yljpiperazine 1 
carboxamide 



6 

N 



r O » 

^=iQ L .N. ,N. 



TTlj 



(2R) N [3,5 
bis(trifluoromethyl)phenyl] 2 methyl A 
[A [(pyridin A ylmcthyl)oxy] 1,2,5 
thiadiazol 3 yl) piperazine 1 
carboxamide 



CF 3 ,-N v 

An 9 

- ■ » Cur 

W N 
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5^ 


(2R) 2 methyl A [A [(pyridin A 
ylmothyl)oxy]-l ,2,5-thiadiazol-3-yl) -N- 


&ju 9 


[3 (trifluoromethyl)phenyl]piperazine 1 
carboxamido 


T N 
N- S ' 


54 




,° N 


1 [1 (1 [A [(pyridin A ylmothyl)oxy] 


1,2,5 thiadiazol 3 yl)prperazin 1 
yl)phonyl] othanono 


N O 


55 


2 (A {A [(pyridin A ylmethyl)oxy] 


N N > n — X 


1 ,2 , 5 -thiadiazo 1-3 -y 1 } p ipcrazin- 1 - 
yl)pyrimidine 


N-g 


56 


1 [2 nitro A (trifluoromethyl)phenyl] A 


rf^S ■ C= > J="N 




j4-[(pyridin-4-ylmcthyl)oxy]- 1 ,2,5- 
thiadiazol 3 yl) piperazine 


N0 2 


52 


(2S) N [3,5 
bis(trifluoromethyl)phenyl] 2 methyl A 


0 


[A [(pyridin A ylmothyl)oxy] 1,2,5 
thiadiazol 3 yl) piperazine 1 
carboxamido 




5S 


(2S) 2 methyl A {A [(pyridin A 
ylmcthyl)oxy] 1,2,5 thiadiazol 3 yl) N 


0 

0 o 0 


[3-(trifluoromcthyl)phcnyl]pipcrazinc- 1 - 
carboxamide 


N, N 
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N - [3,5 - bis(trifluoromcthyl)phcnyl] -4- (3 - 
hydroxypyrazin 2 yl)piperazine 1 
carboxamido 



CF 3 



2 [2,5 bis(trifluoromcthyl)phcnyl] N (1 
( 4- [(pyridin -4- ylmcthyl)oxy] - 1 ,2,5 - 
thiadiazol 3 yl)pyrrolidin 3 
yl)acctamide 



F 3 C 



N O- 

N x ,N 
S 



bis(trifluoromcthyl)phcnyl]acctyl} - 2 - 
methyl 4 (4 [(pyridin 4 ylmethyl)oxy] 
1 ,2,5 - thiadiazol - 3 - yl} pip 




K Q 



N O- 

cf 3 ir% 



N [3,5 bis(trifluoromothyl)phonyl] 

mothyl 4 (3 [(pyridin 4 
ylm e thyl)oxy]pyrazin 2 yl) pip e razi 
1 carboxamido 




F 3 CT ^ "CF 3 



2 methyl 4 (3 [(pyridin 4 
ylmothyl)oxy]pyrazin 2 yl) N [3 
(trifluoromethyl)phenyl]piperazine 1 



0 I 

HN 



N - [3,5 - bis(trifluoromothyl)phonyl] - z 

dimethyl 4 [3 [(pyridin 4 
ylmcthyl)oxy]pyrazin - 2 - yl) piperazi: 
1 carboxamide 



y r 3 



O j 



2,6 dimethyl 4 [3 [(pyridin 4 
ylmothyl)oxy]pyrazin 2 ylj N [3 
(trifluoromethyl)phenyl]piperazine 1 



m — t — t — r- 
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66 


N (1 [3 [(pyridin A 


H 


ylmothyl)oxy]pymzin 2 yl) pyrrolidin 3 
yl) N' [3 (trifluoromethyl)phenyl]urea 


O u N HO 




67 






N-[3,5-bis(trifluoromcthyl)phcnyl]-N'- 


(1 [3 [(pyridin A ylmethyl)oxy]pyrazin 
2 yl) pyrrolidin 3 yl)urca 


CF 3 








N [3,5 bis(trifluoromothyl)phonyl] 2,6 
dimethyl A (4 [(pyridin A 
ylmothyl)oxy] 1,2,5 thiadiazol 3 
yl)piperazine 1 carboxamide 




2,6 dimethyl A {A [(pyridin 1 
ylmethyl)oxy] 1,2,5 thiadiazol 3 yl) N 


N 

a 1 1 9 

n n 

N-s 




[3 (trifluoromothyl)phcnyl]piporazino 1 
carboxamide 


70 






N [3,5 bis(trifluoromethyl)phenyl] 3 
mothyl A {3 [(pyridin A 


yhnethyl)oxy]pyrazin 2 yl)piperazine 
1 carboxamide 




3 mothyl A {3 [(pyridin A 
y lmcttiy l)oxy ] pyrsizin-2 -y 1 ] N-[3- 


— " uXO 


(trifluoromothyl)phonyl]piporazino 1 
carboxamide 








N [3,5 bis(trifluoromcthyl)phcnyl] A 
{2 [(pyridin 1 


ylmethyl)oxy]phenyl) piperazine 1 
carboxamide 


" ^3 Ui 
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33 




r^ii 0 
— " O^Xi 


4 P [(pyridin 4 ylmothyl)oxy]phonyl) 
N-f3- 


(trifluoromothyl)phonyl]piporazino 1 
carboxamide 


34 


N [3,5 bis(trifluoromcthyl)phcnyl] 2 
methyl 4 {3 [(pyridin 4 
ylmethyl)oxy]quinoxalin 2 
yljpiporazino 1 carboxamido 


CF 3 

0=\ ^ _5 N ~0 


35- 






N [3,5 bis(trifluoromethyl)phenyl] 4 


(3-[(pyridin-4-ylmcthyl)oxy]pyrazin-2- 
yl) 1,4 diazepane 1 carboxamide 




36 


2 methyl 4 (3 [(pyridin 4 


N ^ 6 GF3 


ylmothyl)oxy]quinoxalin 2 yl) N [3 
(trifluoromethyl)phenyl]piperazine 1 
carboxamido 


33 






4 [3 [(pyridin 4 ylmethyl)oxy]pyrazin 


2 yl] N [3 (trifluoromothyl)phonyl] 
1,4 diazepane 1 carboxamide 




38 


N [3,5 bis(trifluoromcthyl)phcnyl] 2,5 
dimcthyl-4- (3-[(pyridin-4- 


A o , 


1 -carboxamide 




39 


2,5 dimethyl 4 [3 [(pyridin 4 
ylmcthyl)oxy]pyrazin-2-yl)-N-[3- 


CF 3 

A o I 


(trifluoromethyl)phenyl]piperazine 1 
carboxamide 


1 O 
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m 


(2S) N [3,5 
bis(trifluoromethyl)phenyl] 2 methyl 1 


CF 3 


(3-[(pyridin-4-ylmcthyl)oxy]pyrazin-2- 
yl] piperazine 1 carboxamide 






(2S) 2 methyl A (3 [(pyridin 1 
ylmcthyl)oxy]pyrazin-2-yl}-N-[3- 
(trifluoromethyl)phenyl]piperazine 1 
carboxamide 






N [3,5 bis(trifluoromethyl)phenyl] A (A 
{ [(2-fluoropyridin-4-yl)mcthyl]oxy ) - 


F 

F 3 C 0 ^ k N 


1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamide 


W r-\ , N ^\ i 

F 3 C 


S3 




CI 

F3C \ V ^ >N 


N [3,5 bis(trifluoromothyl)phonyl] 1 (1 
([(2 chloropyridin A yl)methyl]oxy) 


carboxamide 


V-s, V-N N— ^ i 

(jy n U w V s 

F 3 C 


84 




r^i 0 

F 3 C^^N^N^l 0^1,^1 


N [3,5 bis(trifluoromcthyl)phcnyl] A (3 
([(2 chloropyridin A 


yl)methyl]oxy) pyrazin 2 yl)piperazine 
1 carboxamide 


H 1 J, 1 J, 

^ Y* N T 

N^ 1 CI 


8# 




TO h 


N [3,5 bis(trifluoromcthyl)phcnyl] A (2 
([(2,3 ,5 ,6-tctrafluoropyridin-4- 


yl)amino]mothyl] phonyr)piporazino 1 
carboxamide 


F lV 0 v 

A ^ CF 3 
F^N F 3 
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S6 






N [3,5 bio(trifluoromothyl)phonyl] 1 (2 
[[(3 chloro 2,5,6 trifluoropyridin A 


yl)ammo]mothyl] phonyl)piporazino 1 
carboxamide 


F YY CI 0 T 


S3 


N [3,5 bis(trifluoromethyl)phenyl] A (A 


Br—/' ^\ 


([(2-bromopyridin-4-yl)mcthyl]oxy)- 


1,2,5 thiadiazol 3 yl)piperazme 1 
carboxamide 


F3C \ V ^ 

V ) NH IN 

F 3 C 


S8 


N [3,5 bis(trifluoromethyl)phcnyl] A (3 




( [(2-bromopyridin-4- 


yl)methyl]oxy) pyrazin 2 yl)piperazine 
1 -carboxamide 




S9 




CF 3 VS 


N [3,5 bis(trifluoromcthyl)phcnyl] A (3 
([(2 fluoropyridin A 


yl)methyl]oxy) pyrazin 2 yl)piperazine 
1 carboxamide 


F 3 C ~N' ~N' > O' 
H 1 1 1 


90 


N [3,5 bio(trifluoromothyl)phonyl] A 
[5,6 dicyano 3 [(pyridin A 


CF 3 

NC— f y — N N—^ ^— \ 


ylmothyl)oxy]pyrazin 2 yljpiporazino 
1 carboxamide 


N=( ^ b CF 3 
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9± 


\ [5,6 dicyano 3 [(pyridin 1 
ylmethyl)oxy]pyrazin 2 yl) N [3 


NC /=\ 
N — ( N — 1 0 CF3 


(trifluoromothyl)phonyl]piporazinc- 1 - 
carboxamide 


92 


N (3 cthylphcnyl) 1 (3 [(pyridin -1 




ylffiothyl)oxy]pyrazin 2 yl)piporazino 
1 carboxamide 


T 1 T | 1 T 

0 


9i 


N (3 ethylphenyl) 2 methyl 4 (3 




r(pvridin-4-vlmcthvDoxvlpvrazin-2- 
yl)piperazine 1 carboxamide 


^N^NH 

1 0 


94 






N (3 othylphonyl) 2,6 dimethyl 1 (3 


[(pyridin \ ylmethyl)oxy]pyrazin 2 
yljpiperazino 1 carboxamide 


1 0 


9$ 


N (3 ethylphenyl) 2 methyl A {3 


OS 


yljpiperazine 1 carboxamide 


7 jj T V 1 h 


96 




0 

HN^N^i f^Tf^l 


N [3,5 bio(trifluoromothyl)phonyl] A [3 


(2 pyridin <\ ylethyl)pyrazin 2 
yljpiporazino 1 carboxamide 


F 3 C^CF 3 ^ 
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97 


N- [3 , 5 -bis(trifluoromethy l)phenyl] -4- 
{3 - [(pyridin-4-ylmethyl)oxy]pyridin-2- 
yl}piperazine-l-carboxamide 


0 

HN^N^i O^N^ 
F^^^CF, N ^ 


9$ 




0 

ill I A 


N [3,5 bis(trifluoromcthyl)phcnyl] \ 
(2 [(pyridin 4 


yloxy)methyl]phenyl)piperazine 1 
carboxamido 




99 


4-(4- ([(2-aminopyridin-4- 


0 

"v a O ? — 


yl)mcthyl]oxy] 1,2,5 thiadiazol 3 yl) 
N [3 5 


A ^ N >A, 

F 3 C^CF 3 ^' 


bis(trifluoromethyl)phenyl]piperazine 1 
carboxamidc 




1,1 dimothylothyl (4 [((1 [1 (([3,5 
bis(trifluoromothyl)phonyl]amino ) carbo 


o ° P 


nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 


A ^ N ^A, 

F 3 C^CF 3 


yljoxy)mothyl]pyridin 2 yl) carbamate? 


m- 


methyl H [((1 [1 (([3,5 
bis(trifluoromethyl)phenyl] amino ) carbo 




nyl)pipcra"in 1 yl] 1 ° 5 thiadiazol 3 


F 3 C^CF 3 


yl) oxy)methyl] pyridin 2 yl) carbamate 






H 
N-S 


1 ([(1 piperazin 1 yl 1,2,5 thiadiazol 3 
yl)oxy]mothyl) pyridin 2 amino 



Attorney Docket No.: EX04-018C-US 



USSN: 10/549,300 
Page 27 of 67 



Table 4 



103 


N-(4-chlorophenyl)-4- {3 - [(pyridin-4- 
ylmethyl)oxy]pyridin-2-yl } piperazine- 
1-carboxamide 




404 


<\ (1 [[(2 aminopyrimidin 4 


H2 V\ 

HIsAn^ 0 --' 

FsC^^CFs 


yl)mothyl]oxy} - 1 ,2,5-thiadiazol-3-yl)- 


bis(trifluoromothyl)phcnyl]pipcrazinc- 1 - 
carboxamide 


105 


N-(3 -chloropheny l)-4- {3 - [(pyridin-4- 
ylmethyl)oxy]pyridin-2-yl } pipcrazinc- 
1 -carboxamide 


1 1 1 H 

O kJ 


106 




S-N 


4-([(4-piporazin-l-yl-l,2,5-thiadiazol-3- 


yl)oxy]methyl) N propylpyridin 2 


y^- 

H 






„ k H 

o O 


N [3,5 bis(trifluoromcthyl)phcnyl] A [A 
( ([2-(propylamino)pyridin-4- 


yl]methyl)oxy) 1,2,5 thiadiazol 3 
yljpiporazino- 1 -carboxamido 


HN^ ^N" ^| Q^* 

Ti n 








N [3,5 bio(trifluoromothyl)phonyl] 1 [1 
([[2 (methylamino)pyrimidin 4 


yljmothyl] oxy) 1,2,5 thiadiazol 3 
yljpiperazine 1 carboxamide 
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H 

C 




N methyl A {[(A pipcrazin 1 yl 1,2,5 


thiadiazol-3-yl)oxy]mcthyl}pyridin-2- 


— NH ) 

£y -s 




440 


N ethyl A [[(4 piperazin 1 yl 1,2,5 
thiadiazo 1-3 -y l)oxy ] methyl } pyridin-2 - 


6 


444- 


N butyl A {[(A pipcrazin 1 yl 1,2,5 


v. 6 




^NH 




442- 




0 

II 




N [3,5 bis(trifluoromethyl)phenyl] A [A 
({[2 (mothylamino)pyridin A 


yljmcthylj oxy) 1,2,5 thiadiazol 3 
yljpiporazino 1 carboxamido 


rS W 

F 3C AA CF3 N- 


0^ 

s' 


443- 




» P 


N [3,5 bis(trifluoromcthyl)phcnyl] A [A 
({[2 (cthylamino)pyridin A 


yljmcthylj oxy) 1,2,5 thiadiazol 3 
yljpipcrazinc- 1 -carboxamido 


rS W 

F 3 C^CF 3 N - 


s' 
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N [3,5 bis(trifluoromcthyl)phcnyl] A [A 
({[2 (butylamino)pyridin \ 


, . H 

» 9 


yljmcthyljoxy) 1,2,5 thiadiazol 3 
yljpiporazino 1 carboxamido 


A. k^^l, 

F 3 C^CF 3 


u& 


N [3,5 bis(trifluoromethyl)phenyl] A 
M id 2 [(phony lmcthyl)amino]pyridin 


i ay 


A yl]mcthyl)oxy] 1,2,5 thiadiazol 3 
yl} piporazino- 1 -carboxamido 


HN N 0""^ 

A, 

F 3 C^CF 3 N ~S' 


U€ 




Ws 

o N yi 


N [3,5 bis(trifluoromothyl)phonyl] A 
H m [(1 


methylethyl)amino]pyrirnidin A 
yl]mothyl)oxy] 1,2,5 thiadiazol 3 
yl] piperazine 1 carboxamide 


In 

F 3 C^^CF 3 N ~S 


±H 




o r\ N vi 

u AJ f 


N [3,5 bio(trifluoromothyl)phonyl] A 


[(phonylmothyl)amino]pyrimidin A 
yl]methyl)oxy] 1,2,5 thiadiazol 3 
yl] piporazino 1 carboxamido 


HN" ^N" ^| 

F 3 C^CF 3 


44& 




0 ^ ^ 


N [3,5 bis(trifluoromothyl)phonyl] A [A 
({[2 (phenylamino)pyrimidin A 


yljmothyl] oxy)- 1 ,2,5-thiadiazol-3- 
yljpiperazine 1 carboxamide 


HN" ^N" ^| o-^ 

F 3 C^CF 3 
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449 




/ V\ 
o N yi 


N [3,5 bis(trifluoromothyl)phonyl] A (A 

w- 


(dimothylamino)othyl]amino ) pyrimidin 
A yl)mcthyl]oxy] 1,2,5 thiadiazol 3 
yl)piporazino 1 carboxamido 




430 




/ y\ 

o p 


N [3,5 bis(trifluoromethyl)phenyl] A (A 


(dimethylamino)ethyl] amino ) pyridin A 
yl)mothyl]oxy} - 1 ,2,5-thiadiazol-3- 
yl)piperazine 1 carboxamide 


HnA^| 0 J 

A ^ N vi M 

F 3 C A ^CF 3 


434 




0 H %) 


N [3,5 bio(trifluoromothyl)phonyl] 1 [1 
(([2 (ethylamino)pyrimidin A 


yl]mothyl) oxy) 1,2,5 thiadiazol 3 
yl]piperazine 1 carboxamide 


HN^ ^N - " ^ 0"^ 

A, 

F 3 C^CF 3 


433 




? V 


N [3,5 bis(trifluoromothyl)phonyl] A [A 
({[2 (propylamino)pyrimidin A 


yljmcthyljoxy) 1,2,5 thiadiazol 3 
yljpiperazine 1 carboxamide 


A ^ N V^m 

F 3 C^CF 3 ^ 


43* 




o N yi 


N [3,5 bis(trifluoromethyl)phenyl] A [A 
({[2 (cyclopropylamino)pyrimidin A 


yljmcthyljoxy) 1,2,5 thiadiazol 3 
yljpiporazino 1 carboxamido 


HN" ^N^ ^| q-J 



Attorney Docket No.: EX04-018C-US 



USSN: 10/549,300 
Page 31 of 67 



1 [1(([2 (acctylai 



o)pyrimidin -4- 



yljmcthyl] oxy) 1,2,5 thiadiazol 3 yl] 

bis(trifluoromethy l)pheny 1] p iperazine 1 
carboxamido 



n' ) 



HN^ NT ^| o" 

A 



N [3,5 bis(trifluoromcthyl)phcnyl] A 



[(phenylcarbonyl)ai 



ojpyridin 'I 



yl)mothyl)oxy] 1,2,5 thiadiazol 3 
yljpiperazine 1 carboxamide 



F 3 C^CF 3 N ~S' 



436 



N [3,5 bis(trifluoromcthyl)phcnyl] 4 

[(ph e nylcarbonyl)amino]pyrimidin A 
yl) mothyl)oxy] - 1 ,2,5 - thiadiazol - 3 - 
yl) pip e razin e 1 carboxamide 




F 3 C" ^ CF 3 



1 [1 [([2 

[bis(phenylcarbonyl)amino]pyridin 1 
yl} mcthyl)oxy] - 1 ,2,5 - thiadiazol - 3 - yl) - 
N [3 5 

bis(trifluoromcthyl)phonyl]piporazino - 1 - 
carboxamide 



vO 



9 — \j7 

HN'^N'^ Ss | o- 



F 3 C7 ^ CF 3 
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43& 


N [3,5 bis(trifluoromcthyl)phcnyl] A [A 
([[2 (cyclopontylamino)pyrimidin A 


o N vi 
II f 


yljmcthyljoxy) 1,2,5 thiadiazol 3 
yljpiporazino 1 carboxamido 


HN^ "NT ^| o-^ 
F 3 C^CF 3 




A [A ({[2 (acetylamino)pyridin A 


A^ N A 

F 3 C A ^CF 3 N ~S 


yljmothyl) oxy) 1,2,5 thiadiazol 3 yl] 
N [3 5 


bis(trifluoromothyl)phonyl]piporazino 1 
carboxamide 






V v 

0 CF * V J 


N [3,5 bis(trifluoromcthyl)phenyl] A 
bis(trifluoromethyl)phcnyl]amino)carbo 


nyl)amino]pyridin-4 yl) mothyl)oxy]- 
1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamido 


HN^N^i 

F 3 C^CF 3 ^ 




methyl [A [({A [A ({[3,5 
bis(trifluoromethyl)phenyl] amino ) carbo 


o N yi 


nyl)pipcrazin- 1 -yl]- 1 ,2,5-thiadiazol-3- 
yl) oxy)methyl]pyrimidin 2 
yl) carbamate 


HN^N^ 

F 3 C^CF 3 


432- 


A (A {[(2 aminopyridin A 
yl)mcthyl]oxy) 1,2,5 thiadiazol 3 yl) 


if^VSi^h cr 1 


N (3 othylphonyl)piporazino 1 
carboxamide 


T N 
N~s' 
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4^ 


methyl [A ({[A (A {[(3 
cthylphcnyl)amino]carbonyl}pipcrazin- 


N NH ^ 


1 yl) 1 2 5 thiadiazol 3 


nfj s^O" 

S-N 


yl]oxy)mothyl)pyridin-2-yl]carbamatc 


U4 


N [3,5 bis(trifluoromethyl)phenyl] A (A 


y n 

I . V 


([(2-cyanopyrimidin-4-yl)mothyl]oxy)- 


1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamidc 


HN N ~| 0"^ 




A (3 {[(2 aminopyrimidin A 
yl)mothyl]oxy } pyrazin-2-yl) N-[3,5- 


I _ v 


bis(trifluoromethyl)phenyl]piperazine 1 
carboxamido 


HN^N^ 0-^ 




A XI (A X A 1 XXI ^ 

^ Ki'i M (tL3,5 


p 

h2N ^yN 

o N y) 


bis(trifluoromothyl)phonyl] amino ) carbo 


nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 
yl] oxy)mothyl]pyrimidino 2 
carboxamids 


HN^N^ o-^ 

F 3 C^CF 3 ^ 


437 


N [3,5 bis(trifluoromethyl)phenyl] A [A 
({[2 (butyloxy)pyrimidin A 


HlA^ 0 J 


yljmethyl] oxy) 1,2,5 thiadiazol 3 
yljpiporazino 1 carboxamido 


F 3 C^CF 3 



Attorney Docket No.: EX04-018C-US 



USSN: 10/549,300 
Page 34 of 67 



Table 4 



43$ 




wAn^ zJ— 


N [3,5 bis(trifluoromcthyl)phcnyl] 4 
(4-[(pyrimidin-4-ylmcthyl)oxy]- 1 ,2,5- 


thiadiazol 3 yl) piperazine 1 
carboxamido 


F 3 C^CF 3 


439 


A XI (A r A f fVI ^ 


c 

HO-< 


s^N 

O 


bis(trifluoromcthyl)phonyl] amino) carbo 


nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 




440 




O n Ah , cf ' 


2 pyrrolidin 1 ylothyl {4 [((1 [4 (([3,5 
bi3(trifluoromothyl)phonyl]amino ) carbo 


nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 


S-N 


NH 


yl)oxy)mothyl]pyridin 2 yl) carbamato 


444 


z-morpnolin-4-ylctnyl [4-[([4-[4- 

i rri ^ 
v iL J 5 J 


1 1 


3F 3 


bis(trifluoromothyl)phonyl] amino ) carbo 
nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 


0 
S-N 


NH 


yl) oxy)mcthyl]pyridin-2-yl) carbamato 


142 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy)pyridin-2-yl)-N-[3,5- 
bis(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


HN^N^ 
F 3 C^^CF 3 ^ 
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44^ 




CF 3 

FsC 0 H 


fc5 — 


N- [3 ,5 -bis(trifluoromcthy l)phonyl]-4-(4- 
[[(2 [[(1 mcthylpipcridin 3 


yl)carbonyl]amino) pyridin-4- 
yl)methyl]oxy) 1,2,5 thiadiazol 3 
yl)piporazino- 1 -carboxamido 


N— ^ 

U { 

n 

s 




144 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
ethylphenyl)piperazine-l-carboxamide 


0 


r- N v KM, 

r ^nh 2 

r 
i 


445- 


2 ('I methylpipcrazin 1 yl)ethyl ('I [( ('I 




CF 3 


[1 (([3,5 


bis(trifluoromethyl)phenyl]amino ) carbo 


I NH 
S-N 


nyl)piporazin 1 yl] 1,2,5 thiadiazol 3 
yl) oxy)methyl]pyridin 2 yl) carbamate 




446 




0 


o 


N [3,5 bis(trifluoromcthyl)phcnyl] A 0 
{[(2 {[(\ othylpiporidin 1 


yl)carbonyl]amino)pyridin <\ 
yl)mothyl]oxy] 1,2,5 thiadiazol 3 
yl)piperazine 1 carboxamide 


HN^N"^ o-' 
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447 


A (A [[(2 aminopyridin A 


S'CF 3 
N_NH 2 / 

L NH 

* // 
S-N 


yl)mothyl]oxy] 1,2,5 thiadiazol 3 yl) 
N-43- 


[(trifluoromothyl)thio]phcnyl}piporazin 
e 1 carboxamide 


44& 


A (\\A (A f T3,5 
bis(trifluoromothyl)phcnyl]sulfonyl)pip 


N'\, 

T O 


crazin 1 yl) 1,2,5 thiadiazol 3 
yl]oxy] mcthyl)pyridin-2-aminc 


F 3 C 


449 


1 (1 ([(2 aminopyridin A 
yl)methyl]oxy] 1,2,5 thiadiazol 3 yl) 


NH 2 

V Cc 


N-naphthalon- 1 -ylpiporazino- 1 - 
carboxamide 


I NH 
S-N 


440 




» 'P 


N [3,5 bio(trifluoromothyl)phonyl] A 
M [(N,N 


dimothylglycyl)amino]pyridin A 
yl]mcthyl)oxy] 1,2,5 thiadiazol 3 
yl] piporazino 1 carboxamide 


HN' "N' ^| o- J 


444 






N [3,5 bis(trifluoromothyl)phonyl] A 
[A [([2 [(morpholin A 


ylacotyl)amino]pyridin A 
yl]mcthyl)oxy] 1,2,5 thiadiazol 3 
yl] piporazino 1 carboxamide 


F 3 C^CF 3 
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N [3,5 bis(trifluoromcthyl)phcnyl] 4 
H m [(piporidin 1 
ylacetyl)amino]pyridin A 
yl) mothyl)oxy] 1,2,5 thiadiazol 3 
yl) piperazine 1 carboxamide 



CrrV 



i T "i 7 

F 3 C^CF 3 N -S' 



r 



ethyl M [((1 [1 (([3,5 
bis(trifluoromcthyl)phcnyl] amino ) carbo 
nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 
yl} oxy)mcthyl]pyridin - 2 - yl) carbamate 



vu 

0 Q 



HN^ N^'^ a 

AW 4 * 

CF 3 



N [3,5 bis(trifluoromcthyl)phc 
H [(( 2 [(pyrrolidin 1 
ylac e tyl)amino]pyridin 'I 
yl] mothyl)oxy] 1,2,5 thiadiazol 3 
yl] pip e razin e 1 carboxamide 



F 3 C^CF 3 



N [3,5 bis(trifluoromcthyl)phcnyl] 4 (1 
([(2 ([(1 mcthylpipcrazin 1 
yl)acetyl]amino)pyridin 4 
yl)mcthyl]oxy) - 1 ,2,5 - thiadiazol - 3 - 
yl)piperazine 1 carboxamide 



F 3 C 



T N 

■CF 3 



N [3,5 bis(trifluoromcthyl)phcnyl] A 
H [((2 [(N,N 
diethylglycyl)amino]pyridin 4 
yl) mcthyl)oxy] - 1 ,2,5 - thiadiazol - 3 - 
yl) piperazine 1 carboxamide 



J 0 O 



HN N ^ a 
F 3 C^CF 3 N ~S 
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4^7 








1 cthylpipcridin 4 yl [A [([4 [4 ({[3,5 
bis(trifluoromcthyl)phonyl]amino)carbo 




HN^ ^N^ > 
ill/ 

F 3 C^CF 3 


nyl)piperazin 1 yl] 1,2,5 thiadiazol 3 


yl) oxy)mothyl]pyridin-2-yl} carbamate 




A (A ([(2 aminopyrimidin 4 
yl)mothyl]oxy) 1,2,5 thiadiazol 3 yl) 


N^,NH 2 ^ 


N (3 ethylphenyl)piperazine 1 
carboxamidc 


S-N 






On 

o ° < 




N [3,5 bio(trifluoromothyl)phonyl] 4 [4 
(([2 (2 oxo 1,3 oxazolidin 3 yl)pyridin 


1 yl]mothyl)oxy) 1,2,5 thiadiazol 3 
yl]piperazine 1 carboxamide 


HN^N^ 

F 3 C^CF 3 






o ° < 




2 (dicthylamino)othyl {<\ [({A [1 (([3,5 
bis(trifluoromethyl)phenyl] amino ) carbo 


nyl)piporazin- 1 -yl]- 1 ,2,5-thiadiazol-3- 


HN 

F 3 cA^CF 3 ^ 


yl) oxy)methyl]pyridin 2 yl) carbamate 


161 


methyl [4-({[2-(4-{[(3- 
ethylphenyl)amino]carbonyl)piperazin- 
1 -yl)pyridin-3 -yl]oxy ) methyl)pyridin-2- 
yl]carbamate 


O^NH |^N r^T 

O 
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° nvrrnlirlin 1 vlMbvl M IY M M ffR ^ 


o N yi 


Pj ^ ^ j ^ y l Lv l ■ L" v iL*^5*^ 
bis(trifluoromethyl)phenyl]amino)carbo 




nyl)piporazin- 1 -yl]- 1 ,2,5-thiadiazol-3- 
yl) oxy)methyl]pyrimidin 2 
yl) carbamate 


HN^N^ <yJ 
11 N 

F 3 C^^CF 3 S 




o 1 f /i r/ f/i r/i zero ^ 


N NH 


z piporidin 1 ylctnyl [<\ [([^l |/l 


bis(trifluo romethyl)phenyl] amino )carbo 


nyl)piporazin 1 yl] 1,2,5 thiadiazol 3 




yl) oxy)methyl]pyrimidin 2 
yl) carbamate 


S-N 


164 


methyl [4-({[2-(4-{[(3- 
bromophenyl)amino] carbonyl } piperazin 
- 1 -yl)pyridin-3-yl]oxy } methyl)pyridin- 
2-yl] carbamate 


0 

(AnH r^N ^V 6 ' 

0 


165 


methyl {4-[({2-[4-({[3- 
(methyloxy)phenyl] amino ) carbonyl)pip 

erazin- 1 -yl]pyridin-3- 
yl)oxy)methyl]pyridin-2-yl)carbamate 


O | 

cAnh r^N r^iT 0 

^5^X^.0 ^N^NH 
0 


166 


4-(3 - { [(2-aminopyrimidin-4- 
y l)methy 1] oxy ) pyridin-2-y 1)-N- [3 - 
(methyloxy)phenyl]piperazine- 1 - 
carboxamide 


1 

NH 2 r^N f^X 
N^N Y^N^ ^ 

0 
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167 


4-(3 - { [(2-aminopyrimidin-4- 
y l)methy 1] oxy } pyridin-2-y 1)-N- [3 -( 1 - 
methylethyl)phenyl]piperazine- 1 - 
carboxamide 


nh 2 i^^n r* 1 ^^!!^ 

N^N ^Y^ N — ^| T 
k^k/O ^N^NH 


168 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-{3- 
[(trifluoromethyl)oxy]phenyl}piperazine 
-1 -carboxamide 


KJk^O ^N^NH 
O 


169 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[2- 
fluoro-5- 

(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


r Ci F3C Xl 

N^N Y^N^ 

O 


170 


N-(3-ethylphenyl)-4-[3-({[2-({[(3- 
ethylphenyl)amino]carbonyl } amino)pyri 
din-4-yl]methyl}oxy)pyridin-2- 
yl]piperazine- 1 -carboxamide 


b 

)=/ r-H / \ O 

HN <l % — N N—{ 
y~ NH \=( N / NH 


171 


N-(3-ethylphenyl)-4-(3- {[(2- {[(4- 
methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


6 

( { )-N H-{ 
\ — NH \=( N f NH 
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472- 


N (3 cthylphcnyl) A (A {[(2 {[(A 
mothy lpipcrazin- 1 - 


6 

N—? M / \ 0 

) NM / All 


yl)acetyl]amino}pyridin 4 
yl)mothyl]oxy} - 1 ,2,5-thiadiazol-3- 
yl)piperazine 1 carboxamide 




173 


N-[3 9 5-bis(trifluoromethyl)plieriyl]-4- (3- 
{ [(2- { [(4-methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


6 

N /=N / \ 0 

^ — NH V^^W \ H 

0 tK--0 

CF 3 


174 


4-(3 - { [(2-aminopyrimidin-4- 
y l)methy 1] oxy } pyridin-2-y 1)-N- [3 - 
(trifluoromcthyl)phcnyl]piperazine-l- 
carboxamide 


H 2 N N f NH 


175 


4-[3-({[2-(acetylamino)pyridin-4- 
yljmethyl } oxy)pyridin-2-yl] -N-(3- 
ethylphenyl)piperazine- 1 -carboxamide 


/=N / \ 0 

O v (\ /)-N N-^ 

Vnh M w \ h 


176 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3-ethyl- 
4-fluorophenyl)piperazine- 1 - 
carboxamide 


H 2 N ^( ^ NH 
\-N 0 /=( 

F 
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177 


2-[4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy } pyridin-2-yl)piperazin- 1 - 
yl]-N-[3,5- 
bis(trifluoromethyl)phenyl]acetamide 


sv. 

X° X 

rj^N O^NH 
^N^NH 2 r^i 


178 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N- 
phenylpiperazine- 1 -carboxamide 


H 2 N *W \ H 

V-n o r=L 


179 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
chloro-5-ethylphenyl)piperazine-l- 
carboxamide 


/=V ^ //° 

H 2 N N ' NH 

CI 


180 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(5-ethyl- 
2-fluorophenyl)piperazine- 1 - 
carboxamide 


/=V ^ /P 

H 2 N ^— ^ N — ' NH 
\-N 0 /=< 


181 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
bromo-5-ethylphenyl)piperazine- 1 - 
carboxamide 


H 2 N V_(" \ H 
\-N 0 /={ 

Br 
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182 


2-(4-methylpiperazin- 1 -yl)ethyl [4-( { [2- 
(4-{[(3- 

ethylphenyl)amino]carbonyl}piperazin- 
1 -yl)pyridin-3 -yl]oxy } methyl)pyridin-2- 
yljcarbamate 


6 

> n- N / v 0 

h M W NH 


183 


4-(3 - { [(2-aminopyrirnidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
chlorophenyl)piperazine-l-carboxamidc 


H 2 N N ' NH 

\-N 0 /=( 

Q 

CI 


184 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
bromophenyl)piperazine- 1 -carboxamide 


H 2 N N ' NH 

V-N 0 /=( 

0 

Br 


185 


N-[4-( { [2-(4-acetylpiperazin- 1 - 
yl)pyridin-3-yl]oxy}methyl)pyridin-2- 
yl]-2-(4-methylpiperazin- 1 -yl)acetamide 


°\ M ^\ 7 N - 

O X ' N— ^ 


186 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
fluorophenyl)piperazine- 1 -carboxamide 


H 2 n V_(" \ H 
\-N 0 /=( 

Q 

F 


187 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(4- 
fluorophenyl)piperazine- 1 -carboxamide 


/=N / — \ 0 

H 2 N >i — ^ N — ' NH 
\-N 0 /=( 

F 
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188 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(2- 
fluorophenyl)piperazine- 1 -carboxamide 


/=V P 

H 2 N ^—\ N — ' NH 


189 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3,5- 
diethylphenyl)piperazine- 1 -carboxamide 


/=V p 

H 2 N >i — \ N ' NH 

V_ 


190 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}-5-bromopyridin-2-yl)- 
N-(3-ethylphenyl)piperazine- 1 - 
carboxamide 


Br— ^ ^— N N— ^ 
H 2 N ^— ^ N ' NH 


191 


N-methyl-4-(3-{[(2-{[(4- 

methylpipcrazin-1- 
yl)acetyl]amino }pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


/ 

O ^ 

N— / -5-N / v. NH 

\— NH \=< W 0 

0 ,v 

\=/ 


192 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[2- 
chloro-5- 

(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/=V ^ / 

H 2 N >i — ^ x — ' NH 
\-N 0 /=( 
N N ) ' FoC— (\ A— CI 


193 


4-(3-{[(2-aminopyrimidin-4- 
y l)methy 1] oxy } pyridin-2-y l)-N-(5 - 
chloro-2-fluorophenyl)piperazine- 1 - 
carboxamide 


/=V ^ / 

H 2 N ^— ^ N — ' NH 


194 


4-(3-{[(2-amino-5-bromopyrimidin-4- 
yl)methyl]oxy } -5 -bromopyridin-2-yl)- 
N-(3 -ethylphenyl)piperazine- 1 - 
carboxamide 


_/=V ^ p 

Br — ^ ^— N N—^ 
H 2 N ^— \ N — f NH 

Br 
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195 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[2- 
fluoro-3- 

(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/=V ^ P 

H 2 N N ' NH 

CF 3 


196 


4-(3-{[(2-aminopyrimidin-4- 
y l)methy 1] oxy } pyridin-2-y 1)-N- [3 - 
fluoro-5- 

(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


H 2 N ^— \ N — ' NH 

CF 3 


197 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3,5- 
dichlorophenyl)piperazine- 1 - 
carboxamide 


/=N / — \ O 
CJ-U 1 N-< 
H 2 N N ' NH 

CI 


198 


iN-(j-cnioro-j-ctnyipncnyi \ \\Z- 
{[(4-mcthylpipcrazin-l- 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


d 

N— ' /^N / v O 

^ — NH \=\ ^ — / NH 

CI 


199 


N-(5-ethyl-2-fluorophenyl)-4-(3-{[(2- 
{ [(4-methylpiperazin- 1 - 
yl)acety 1] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


/ 

^N 

o 

N^ /^N / v p 

^ — NH x =^ N — ' NH 


200 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[3-ethyl- 
5 -(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/=V ^ /P 

H 2 N >i — ^ N ' NH 

\-N O /={ 

CF 3 



Attorney Docket No.: EX04-018C-US 



USSN: 10/549,300 
Page 46 of 67 



Table 4 



304 


4-(3- ([(2-aminopyrimidin-4- 


/=N / — \ O 
H ? N N — ^ ^ ^ NH 


yl)methyl]oxy] pyrazin 2 yl) N (3 




cthylphcnyl)piporazinc- 1 -carboxamidc 


303 


1 (3 [[(2 aminopyrimidin ^ 
yijmetnyijoxyj pyrazin z yij in yi 


/=N / \ O 

^ ^— N N—^ 
H 2 N N— \ ^ f NH 

— )r~ n 6 7={ — 


chloro 5 othylphonyl)piporazino 1 
carboxamide 


CI 


2Q3 


4 (3 ([(2 aminopyrimidin 4 
yl)mcthyl]oxy}pyrazin-2-yl)-N-(5- 


/=N / \ O 

{ )-\ 

H,N N^ N ' NH 


ethyl 2 fluorophenyl)piperazine 1 
carboxamide 


\-N O /=( 


204 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N- 
methylpiperazine- 1 -carboxamide 


A )~\ M 

H 2 N ^— \ N ' NH 

\-H O / 
/ W 
\=J 


205 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N- 
ethylpiperazine- 1 -carboxamide 


\ y-\ M 

H 2 N ^— \ N ' NH 

\=J 


206 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N- 
cyclohexylpiperazine- 1 -carboxamide 


/=N / \ O 

H 2 N ^— \ N ' NH 

\=J \ / 


207 


4-( { [2-(4-acetylpiperazin- 1 -yl)pyridin- 
3 -yl]oxy } methyl)pyrimidin-2-amine 


O 

NH 2 
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208 


4-( { [2-(4-propanoylpiperazin- 1 - 
yl)pyridin-3 -yl]oxy } methyl)pyrimidin- 
2-amine 


O 

N^ NH 2 


209 


N-(3 -cyclopropylphenyl)-4-(3 - { [(2- { [(4- 
methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1-carboxamide 


/ 
/ — N 

o 

/i — NH x =( N ' NH 


210 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3- 
cyclopropylphenyl)pipcrazinc- 1 - 
carboxamide 


H 2 N ^— \ x ' NH 


211 


N-[2-fluoro-5-(trifluoromethyl)phenyl]- 
4-(3- {[(2- {[^-methylpiperazin-l- 
yljacetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


/ 

^N 

o 

^— N / v p 

>-NH M W NH 


212 


N-[3-fTuoro-5-(triiluorornethyl)phenyl]- 
4-(3 - { [(2- { [(4-methylpiperazin- 1 - 
yl)acety 1] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


d 

N^ ^-N / v p 

)^NH \=< ' NH 

F 
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213 


in j , j -aicnioropnenyi - { ( \\ft- 
methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1-carboxamide 


d 

N / — \ p 

^— NH \=\ ^ / NH 

0 iy -0 

CI 


214 


4-(3- {[(2- {[(4-methylpiperazin4- 

yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[3- 
(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/ 

/ — N 

o 

)-NH N=( ^ NH 


24S 


1 (3 {[(2 aminopyrimidin 4 


/= V ^ //° 

H 2 N N-\ N ' NH 


yl)mothyl]oxy)pyrazin-2-yl)-N-(3,5- 




diethylphenyl)piperazine 1 carboxamide 


216 


4-(3 - { [ 1 -(2-aminopyrimidin-4- 
yl)ethyl]oxy}pyridin-2-yl)-N-[3,5- 
bis(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/=V ^ _//° 

H 2 N ^— \ N ' NH 

^ — N 0 / ( 

CF 3 


242 


A (3 ([(2 aminopyrimidin A 
yl)mcthyl]oxyjpyrazin 2 yl) N (3,5 


/=V ^ //° 
(\ >-n nH; 

H 2 N N— \ N ' NH 


dichlorophonyl)piporazino 1 
carboxamide 


CI 


24* 


A (3 [[(2 aminopyrimidin A 
yl)mothyl]oxy] pyrazin 2 yl) N [3 


/=V ^ //° 
(\ >-n n^; 

H 2 N N— \ N ' NH 

— V-N e 71— k — 


fluoro 5 


F 


(trifluoromothyl)phonyl]piporazino 1 
carboxamide 
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219 


4- [( {2- [4-(3 ,4-dihydroquinolin- 1 (2H)- 
ylcarbonyl)piperazin- 1 -yl]pyridin-3- 
yl} oxy)methyl]pyrimidin-2-amine 


)-N N— ( ) 
O N ' N — ' 


220 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(2- 
methylpropyl)piperazine- 1 -carboxamide 


/=N / \ 0 

H2N N — < x — ' NH 


224- 


A (A ([(2 aminopyrimidin A 


H 2 N N 1 NH 


N (3 chloro 5 ethylphenyl)piperazine 1 
carboxamide 


CI 


222 


4-(4- { [(2-aminopyrimidin-4- 
yl)mcthyl]oxy ) — 1,2,5 thiadiazol 3 yl) 


^N / v 0 

H ? N N— -/ \ ' NH 


N (5 othyl 2 fluorophonyl)piporazino 1 
carboxamide 


n y — f / — e ^— f 


224 


A (A [[(2 aminopyrimidin A 
yl)mothyl]oxy{ — 1 ,2,5-thiadiazol-3-yl)- 


H 2 N N= ={ ^ / NH 

— )r~ H © z - ^ — 


N (3,5 dichlorophenyl)piperazine 1 
carboxamide 


CI 


224 


A (3 ([(2 aminopyrimidin A 


(\ /-N nh; 

H9N N— K N ' NH 


yl)mcthyl]oxy) pyrazin-2-yl)-N- 
phenylpiperazine 1 carboxamide 


\=/ \=/ 


224 


A (3 [[(2 aminopyrimidin A 
y l)mcthy 1] oxy } pyrazin-2 -y 1)-N - [2 - 
fluoro 5 


{ ff H , N ~\ 
H,N N— ^ N ' NH 

N ^ b F3C ^ F 


(trifluoromcthyl)phcnyl]pipcrazinc- 1 - 
carboxamide 
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226 


JN -( J , j -Qietnylpneny l)-4-( j - { [(2- { [(4- 
methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)oxy]methyl}pyridin-2-yl)piperazine- 
1-carboxamide 


C) 

H—f n-H / v 0 

/ / y — n \^ 

h N " M ^ NH 


227 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}-6-methylpyridin-2-yl)- 
N-(3-ethylphenyl)piperazine- 1 - 
carboxamide 


)=\ _J> 

H 2 N MJ N ' NH 


228 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}-6-mcthylpyridin-2-yl)- 
N-[3,5- 

bis(trifluoromcthyl)phcnyl]piperazine-l- 
carboxamide 


v_ 

H 2 N ^— \ N ' NH 

CF 3 




4-(3- ([(2-aminopyrimidin-4- 
yl)methyl]oxy) pyrazin 2 yl) N [3 


/=V ^ /P 

^ ^— N N— \ 
H,N N— \ N / NH 

\ = / \=/ 


(trifluoromcthyl)phcnyl]pipcrazinc- 1 - 


2m 


A (A ([(2 aminopyrimidin A 


T VN N-( 
H?N N= =( N / NH 


yljmetnyljoxy} l,z,j tniaaiazol j yl) 
N phonylpiporazino 1 carboxamido 


\=/ \=/ 


234- 


A (A {[(2 aminopyrimidin A 


^ ^— N N— ^ 
H,N N ==< N — / NH 

Cr 0 ^ 


yl)methyl]oxyj 1,2,5 thiadiazol 3 yl) 
N-£3- 


(trifluoromethyl)phenyl]piperazine 1 
carboxamido 
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232- 


1 (1 [[(2 aminopyrimidin 4 
yl)mcthyl]oxy) 1,2,5 thiadiazol 3 yl) 


H9N N: =( N — / NH 


N [2 fluoro 5 


(trifluoromothyl)phcnyl]piporazinc- 1 - 
carboxamide 


233 


N-[3 -chloro-5 -(trifluoromethyl)phenyl] - 
4-(3 - {[(2- {[(4-methylpiperazin- 1- 
yl)acety 1] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 


O 

N ^— N / v O 

/ / J_ N ' N — ^ 

h N " M W NH 

O ) v O / ( 

CI 


334 


4-(3- ([(2-aminopyrimidin-4- 
yl)mcthyl]oxy]pyrazin 2 yl) N [3 


H 2 N N— \ N / NH 


chloro 5 

(trifluoromethy l)pheny 1] p iperaz i n c 1 
carboxamide 


CI 


235 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy } pyridin-2-yl)-N-[3- 
chloro~5~ 

(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


/=V P 

v>-n n^: 

H 2 N ^— ^ N ' NH 

^ — n n / — ^ 

CI 


234 


A (3 ([(2 aminopyrimidin A 
yl)mcthyl]oxyj pyrazin 2 yl) N (3 


(\ ^-n nh; 

H 2 N N— \ N ' NH 


bromo 5 ethylphenyl)piperazine 1 
carboxamide 


Br 


237 


4-(3-{[(2-aminopyrimidin-4- 
yl)methyl]oxy}-6-chloropyridin-2-yl)- 
N-(3 -ethylphenyl)piperazine- 1 - 
carboxamide 


CI 

)=V ^ _//° 

H 2 N ^— \ N ' NH 
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4 (4 [[(2 aminopyrimidin 4 
yl)mcthyl]oxy) 1,2,5 thiadiazol 3 yl) 
N (3 bromo 5 ethylphenyl)piperazine 
1 - carboxamidc 



-N / — \ ,0 



4 (4 [[(2 aminopyrimidin 4 
yl)mothyl]oxy) 1,2,5 thiadiazol 3 yl) 

N [3 fluoro 5 
(trifluoromothyl)phonyl]piporazino 1 
carboxamide 



H 2 N 



F 3 C" 



4 (4 ([(2 aminopyrimidin 4 
yl)methyl]oxy) 1,2,5 thiadiazol 3 yl) 

N [3 chloro 5 
(trifluoromethyl)phenyl]piperazine 1 
carboxamido 



H 2 N 



)/ vJ° — / s 



4 (3 ([(2 aminopyrimidin 4 
yl)mothyl]oxy)pyrazin - 2 - yl) - N - (3 - 
e thyl 4 fluorophenyl)pip e razin e 1 
carboxamido 



H 2 N N- 



y— n n— ^ 



4-(4-fl(2 



yl)mothyl]oxyj 1,2,5 thiadiazol 3 yl) 
N (3,5 diethylphenyl)piperazine 1 
carboxamido 



H 2 N 



—)} — N ©- 



N-[3-chloro-2-fluoro-5- 
(trifluoromethyl)pheny 1] -4-(3 - { [(2- { [(4- 
methylpiperazin- 1 - 
yl)acetyl] amino } pyridin-4- 
yl)methyl]oxy}pyridin-2-yl)piperazine- 
1 -carboxamide 



o 

\=( N / NH 

F 3 C^^F 
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244 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}-6-chloropyridin-2-yl)- 
N-[3,5- 

bis(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


CI 

H 2 N ^— \ x ' NH 

CF 3 


245 


4-(3 - { [ 1 -(2-aminopyrimidin-4- 
yl)ethyl]oxy}pyridin-2-yl)-N-(3- 
ethylphenyl)piperazine- 1 -carboxamide 


H 2 N ^— \ N ' NH 


246 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}-6-chloropyridin-2-yl)- 
N-(5-ethyl-2-fluorophenyl)piperazinc- 1 - 
carboxamide 


CI 

>=v /? 

H 2 N ^— \ N ' NH 

\-N 0 n—L 


247 


4- (3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-(3-ethyl- 

5- fluorophenyl)piperazine-l- 

carboxamide 


H 2 N N ' NH 

F 


24& 


A (A [[(2 aminopyrimidin A 


N / \ 0 

h 2 n^ N: ={ N — / m 


yl)mothyl]oxy] 1,2,5 thiadiazol 3 yl) 


N [3 chloro 2 fluoro 5 




>-F 

31 


(trifluoromothyl)phonyl]piporazino 1 
carboxamide 


249 


4-(3-{[(2-aminopyrimidin-4- 
y l)methy 1] oxy } pyridin-2-y 1)-N- [3 - 
chloro-2-fluoro-5- 
(trifluoromethyl)phenyl]piperazine- 1 - 
carboxamide 


H 2 N VT* NH 
\_)^ F 3 C^jKF 
CI 
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250 


4-(3 - { [(2-aminopyrimidin-4- 
yl)methyl]oxy}pyridin-2-yl)-N-[3,5- 
bis(trifluoromethyl)phenyl]-N- 
methylpiperazine- 1 -carboxamide 


/=V ^ //° 
\ / N \ / N \ 

H 2 N ^— \ N ' N— 

CF 3 


254- 


4-(3- ([(2-aminopyrimidin-4- 
yl)methyl]oxy] pyraztn 2 yl) N [3 (1 — 


<\ i~ N w N ^\ 
H 2 N N — \ NH 


mothylothyl)phonyl]pipcrazinc- 1 - 
carboxamide 


252- 


A (A {[(2 aminopyrimidin A 
yl)mcthyl]oxy) 1,2,5 thiadiazol 3 yl) 


^— N N— ( 
H 2 N N / NH 


N (3 ethyl A fluorophenyl)piperazine 1 
carboxamide 


F 


2& 


yl)methyl]oxy) 1,2,5 thiadiazol 3 yl) 


-N / V P 

r vn i 

H 2 N N *={ N / NH 


N (3 chloro A fluorophonyl)piporazino 
1 carboxamide 


F 


254 


4-(4- [[(2-aminopyrimidin-4- 


~N / \ P 

? %-hh-{ 

HoM \ / Kill 

n?iN ^ i\in 


yl)methyl]oxy) 1,2,5 thiadiazol 3 yl) 
N p 5 

bis(methyloxy)phenyl]piperazine 1 
carboxamide 




A (2 ([(2 aminopyrimidin A 


H 2 N ^ — \ N ' NH 


carboxamide 


CF 3 




A (2 [[(2 aminopyrimidin A 


H,N ^— \ N ' NH 


yl)mcthyl]oxy ) phcnyl)-N-(3 - 




ethylphenyl)piperazine 1 carboxamide 
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4 (4 {[(2 aminopyrimidin ^ 


H,N N: =( N — / NH 


yl)methyl]oxy] 1,2,5 thiadiazol 3 yl) 


N (5 chloro 2 fluorophcnyl)piporazino 
1 carboxamide 




A (A {[(2 aminopyrimidin 4 
yl)methyl]oxy] 1,2,5 thiadiazol 3 yl) 


-N / — v ,0 
H 2 N N: =% N / NH 

W F 3 C W 




[(trifluoromethyl)oxy]phenyl)piperazine 
1 carboxamido 


2S9- 


A-(A — ([(2 aminopyrimidin 4 


H9N \ — / NH 


N [3 (methyloxy)phenyl]piperazine 1 
carboxamide 






4-(4- ([(2-aminopyrimidin-4- 


H 2 N ^ / NH 

— )t=m © ir^ — 


yl)methyl]oxyj 1,2,5 thiadiazol 3 yl) 


N [3 othyl 5 
(trifluoromethyl)phenyl]piperazine 1 


CF 3 


carboxamido 


26± 


4 (4 ([(2 aminopyrimidin 4 
yl)mcthyl]oxyj 1,2,5 thiadiazol 3 yl) 


H?N N= ={ N / NH 


N [3 (1 mothylothyl)phonyl]piporazino 
1 carboxamide 


\=/ /\=/ 


262 


4 (4 [[(2 aminopyrimidin 4 


H9N N:= =< ^ — f NH 


yl)mothyl]oxyj 1,2,5 thiadiazol 3 yl) 


N [2 chloro 5 


\=/ \=/ 


(trifluoromothyl)phonyl]piporazino 1 
carboxamide 




4-(4- ([(2-aminopyrimidin-4- 


N / V 0 

H9N N *=< ^ — / NH 


yl)mcthyl]oxy] 1,2,5 thiadiazol 3 yl) 
N-(3 -fluorophenyl)pipcrazinc- 1 - 
carboxamide 
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264 


1 (1 [[(2 aminopyrimidin 4 
yl)mothyl]oxy] — 1 ,2,5-thiadiazol-3-yl)- 


H 2 N N= % N / NH 


N [2 (ethyloxy)phenyl]piperazine 1 
carboxamido 






4 (4 {[(2 aminopyrimidin 4 
yl)mcthyl]oxy) 1,2,5 thiadiazol 3 yl) 


H 2 N N=: =/ ^ ( NH 


N (3,4 difluorophenyl)piperazine 1 
carboxamidc 


F F 


255 


4 (4 ([(2 aminopyrimidin 4 
yl)mcthyl]oxy] 1,2,5 thiadiazol 3 yl) 


t ^— N N—^ 
H,N N:= =< N f NH 


N [3 (mothylthio)phonyl]piporazino 1 
carboxamide 


\=/ / \=/ 


26? 


"NT (1 nnr ^.A~U~™A\ A (A (T/O 

in \j dcctyipncnyi ) '\ y\ — ( \\£ 
aminopyrimidin 4 yl)mothyl]oxy) 


HoN N^K N f NH 


1,2,5 thiadiazol 3 yl)piperazine 1 
carboxamido 


\=/ /\=/ 


25g 


4 (2 ([(2 aminopyrimidin 4 


H,N M N ' NH 

w' \=/ 


yl)methyl]oxy) phenyl) N [2 fluoro 5 
(trifluoromothyl)phonyl]piporazino 1 




4 (2 ([(2 aminopyrimidin 4 
yl)methyl]oxy) phenyl) N (3 


(\ /)— n nH; 

H,N ^-f ^ NH 

\=/ \=/ 


fluorophonyl)piporazino 1 carboxamido 


370 


4 (2 [[(2 aminopyrimidin 4 


H,N ^— \ N ' NH 


yl)mothyl]oxyj phony!) N 
phenylpiperazine 1 carboxamide 
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1 (2 [[(2 aminopyrimidin 4 
yl)mcthyl]oxy] phenyl) N (3,5 


0~ n C~) n ^ 0 

H 2 N N f NH 

— \— n e ^ — 


dichlorophonyl)pipcrazino 1 
carboxamide 


CI 




4-(2- ([(2-aminopyrimidin-4- 
yl)methyl]oxy) phenyl) N [3 fluoro 5 


H 2 N ^ — ^ N ' NH 


(trifluoromcthyl)phcnyl]pipcrazinc- 1 - 
carboxamide 




<m 




N=^ \ / NH 

■o f4 

—o o— 


4 [4 ([[6,7 bis(mcthyloxy)quinolin 4 
yl]methyl)oxy) 1,2,5 thiadiazol 3 yl] 


bis(trifluoromethyl)phenyl]piperazine 1 
carboxamide 




4 (1 ([3,5 
bia(trifluoromothyl)phonyl] acetyl) pipor 


N i \. O 

H 2 N W \ 


azin 1 yl) 1,2,5 thiadiazol 3 
yljoxyj mothyl)pyrimidin 2 amino 


\=/ x=/ 

CF 3 


23$ 


5 ([(2 aminopyrimidin 4 
yl)mcthyl]oxyj 6 [4 (([3,5 


O 

H 2 N^ 

)=V ^ _//° 

RtN N=^ * '- NH- 


bis(trifluoromethyl)phenyl] amino ) carbo 
nyl)pipcrazin- 1 -yl]pyrazinc-2- 
carboxamide 


CF 3 
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A (A {[6,7 bis(methyloxy)quinolin A 
yljoxy] 1,2,5 thiadiazol 3 yl) N [3,5 
bis(trifluoromethyl)pheny 1] p iperazine 1 
carboxamido 




4- (2 - ([(2 - aminopyrimidin -4- 
yl)methyl]oxy) phenyl) N [3 ethyl 5 
(trifluoromcthyl)phcnyl]pipcrazine - 1 - 
carboxamide 



O~ n C~w 0 

H 2 N MJ N ' NH 



4- (2 - ([(2 - aminopyrimidin -4- 
yl)mothyl]oxy) phenyl) N (5 ethyl 2 
fluorophcnyl)pipcrazinc 1 carboxamido 



(KH 



A (2 ([(2 aminopyrimidin A 



yl)mothyl]oxyj phenyl) N (3,5 
diethylphenyl)piperazine 1 carboxamide 



H 2 N Q~0> 



A [({A [A (naphthalon 2 
ylacetyl)piperazin 1 yl] 1,2,5 
thiadiazol 3 yl]oxy)mothyl]pyrimidin 




A (2 [[(2 aminopyrimidin A 
yl)mothyl]oxy] phenyl) N (3 chloro 5 
ethylphenyl)piperazine 1 carboxamide 



/=\ ^ J? 
H 2 N ^( ^ NH 



V-n e- 

CP 
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43. (currently amended) A pharmaceutical composition comprising the compound according 
to any one of claims 1 -42- and a pharmaceutically acceptable carrier. 

44. (cancelled) 

45. (withdrawn) A method of modulating the in vivo activity of a kinase, the method 
comprising administering to a subject an effective amount of a composition comprising at least 
one of the compound according to any of claims 1-42. 

46. (withdrawn) The method according to claim 45, wherein the kinase is Tie -2. 

47. (withdrawn) The method according to claim 46, wherein modulating the in vivo activity 
of Tie-2 comprises inhibition of Tie-2. 

48. (withdrawn) A method of treating diseases or disorders associated with uncontrolled, 
abnormal, and/or unwanted cellular activities, the method comprising administering, to a 
mammal in need thereof, a therapeutically effective amount of a composition comprising at least 
one of the compound according to any of claims 1-42. 

49. (withdrawn) A method of screening for modulator of a Tie-2 kinase, the method 
comprising combining a composition comprising at least one of the compound according to any 
of claims 1 - 42, and at least one candidate agent and determining the effect of the candidate 
agent on the activity of said kinase. 

50. (withdrawn) A method of inhibiting proliferative activity in a cell, the method comprising 
administering to said cell an effective amount of at least one of the compound according to any 
of claims 1-42. 

5 1 . (cancelled) 

52. (withdrawn) A method of modulating the in vivo activity of a kinase, the method 
comprising administering to a subject an effective amount of a pharmaceutical composition 
according claim 43. 

53. (withdrawn) The method according to claim 52, wherein the kinase is Tie-2. 

54. (withdrawn) The method according to claim 53, wherein modulating the in vivo activity 
of Tie-2 comprises inhibition of Tie-2. 
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55. (withdrawn) A method of treating diseases or disorders associated with uncontrolled, 
abnormal, and/or unwanted cellular activities, the method comprising administering, to a 
mammal in need thereof, a therapeutically effective amount of a pharmaceutical composition 
according to claim 43. 

56. (withdrawn) A method of screening for modulator of a Tie -2 kinase, the method 
comprising combining a pharmaceutical composition according to claim 43, and at least one 
candidate agent and determining the effect of the candidate agent on the activity of said kinase. 

57. (withdrawn) A method of inhibiting proliferative activity in a cell, the method comprising 
administering to said cell an effective amount of the pharmaceutical composition according to 
claim 43. 



